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DETAILED ACTION 
Response to Amendment 

1. Aimeridments f i. 1 ed 22 May 2: 0 (J I i i- tool No. 24) and li.O-el 22 
Mar::h 2. ! 01 'Paper No. 23) have been entered. 

2. Applicant's arguments filed 22 May 2001 (Paper No. 24) and 
tiled 2 2 March 2 0 01 (Paper No. 21) have been fully considered but 
they are- no:, found persuasive. 

3. The text of those sections of Title 35, U.S. Code not: 
included in this action can be found in a prior Office action. 

4. This application contains claims 9-11, 14 and 13 drawn to an 
invention nc-n-elected with traverse in Paper No. 14. A complete 
reply to the final rejection must include cancellation of 
nonelected claims or other appropriate action (37 CFR 1.144) MPEP 
§ 821.01. 

Claim Rejections - 35 USC § 112 

5. Claims 1-3, 0-8, 12, 13-17, and 20-22 are rejected under 35 
[J . S . C . : 1 2 , first paragraph, because the spec i f icat: i en, while 
being enabl. I.ng for an isolated bNA encoding a pretoi.n comprising 
OKU Eb NO: 0, ( , ? 1., or 2 3 , does :wt. i cmouabl y previa- 

anab la em or f !"■■ ■ r , 




; ' - r in ! Ni imbo r : 0 ^ /' s A < . , U - i ; 0 
<o ' Unit: 1 o<1 n 

A) i sdI O f^i DMA encodinq a pr.ote.ii; having an N-t.ornitfi.il 

■ ionwi.ni, -i DMA o i o o: oo ( ic onai.u , and -i i i. < j.i \ id binding domain, 
wuo r •. ; u Use am : n acid sequ-nc- of said DMA-bind i nq ;bonn : n of 
:• aid protein oxh .id: t s at Least 80 • < r 90 homology wi t.h the amino 
acid sequence of SEQ ID I JO : ':> and the amino acid sequence o f said 
ligand binding domain of said protein exhibits at least 70' or 
7 5:'.. homology with the amino acid sequence of SEQ ID MO : 4 wherein 
the DMA binding domain targets the receptor protein to a selected 
hormone responsive element of a target gene and said llgancl- 
tonding domain recognizes and kinds to an estrogen, thereby 
modulating expression of said target gene; 

B) a recombinant expression vector comprising the isolated 
E'NA of A) above; 

C) a cell trans fected with the DMA of A) above or the 
recombinant expression vector of B) above; 

D) a DMA of claim If: encoding a chimeric protein; 

E) an isolated DMA encoding a protein having an N- terminal 
domain, a DMA binding domain, and a ligand binding domain, 
wherein the amiroo acid sequence of said DMA-binding domain of 
said protein exhihid:s at least; 90 , 9 b , 97' , and 9-^ homo bogy 
with the amino acid sequence of SEQ ID No : .:• and the ami.no acid 
sequence of said 1 i qano binding domain of said protein exhioi'.s 
at da-nd "dO , so f a 0v< homology with the amino acid sequence 

\ bib; F b MO : • i . The Of eoi fd ca t..ion does tot; rniii)! e any n- r son 




So r i. d 1. Nurnbe r : i - o /' - : . t > , > • ■ - J 
Ar t Un it.: ! M e 

skid Led in i no art, {•> i ■: ■ : : i t p- ■ r ta j ns , o r with which it: i.s mos 
• s • . , r 1 y connected, is- mnko end e;so the invent: ice commensurate _i.n 
.scope wit:h these c: 1 c l ms . 

Now claims 20-26 encompass an isolated DMA encoding a 
variant: protein having a DNA binding domain and a ligand binding 
domain without a funct iona 1 limitation. However, the 
specification fails to teach how to make and use the whole genus 
of an isolated DMA encoding a variant protein having an N- 
terminal domain, a DNA binding domain, and a ligand binding 
domain without a funct ional 1 imi tat ion . The speci f icat ion 
discloses an example of a specific species of human estrogen 
receptor and its splice variant but does not teach the whole 
genus of claimed products. It would require undue 
exper imenta tion to test the function of a variant receptor which 
has essentially unlimited substitutions because the percent 
homology with SEQ If NO: 3 and 4 are not defined and includes 
gaps and nonconserved substitutions and which includes variant 
proteins with only the N-terminal domain, a DMA binding domain, 
( md the ligand binding domain. One skilled in the art cannot: 
substitute amino ac.i d randomly and predictably get functional 
protein (Bowie et a I . , Science, 1990). For example the receptor 
or., ants have ether linkers or cloma i.ns other them the N-terminal. 
•tec,; in, a DMA binding don. c: ;r, o ; the ligand id re it, g domain whici 
rc v 0 proper ker ti oro et s;c{ ucd 1 elding cadci is regu i red he. 




Nor i a i Numn'U : us fata, . » 1 1 1 ■! 
Ar'-. t 'ii i I : I -1- 

t : ; :.[-:: i.ojaud bin ling function uiui !. ] a ! i so r. i. f d, iona 1 ac' ; va' Nui. 
Furfhermor o, the -.Maim:-; eii^oinpaoo vai i;mt proteins v; i M ; large 
do Let ion; . i.n a desna in v/hic:n is essori t i a 1 for function, do is , t:.he 
el aims enoonipass a genus -".if large number of DNAs wliloh encode 
n ■ j n - f a n c t l o n a L r e o e p t o r s . 

Amended claims 1-a, u-o, 12, and 15-] 7 encompass new claims 
limitations drawn to the I NA binding domain targets the receptor 
protein to a selected LLoriuorie responsive element of a target gene 
and said ligand-binding domain recognizes and binds to an 
estrogen. However, the specification does not teach tine genus of 
any selected hormone responsive element of any target gene and 
where the ligand binding domain binds an estrogen. The: 
spec L fi cat ion teaches tfLe specific estrogen receptors -of" 3EQ ID 
NO: 5, 6, 21, or 25 with specific binding tut oloes not teach 
variant receptors which targets any selected hormone responsive 
element of any target gene. The estrogen receptors are interact 
with specific response elements and for the transcription of 
specific transcripts. Claims 6-3 and 15-17 encompass a vector or 
cell cc mp r i s i ng the DMA of claims 1-3. The vector of claim 6 and 
the host cell trans footed with the vector of claim o comprise the 
: NA of claim 1 and thus enc'-oiupass the same genus of large number 
of DNAs which encode receptors which cannot function as claimed. 

N 1 a i io-, / and a encompass a col! fransfoofod w id. h iaNA .C 
claim i v/1 1 ; oh i s ■ io t i.n a voc f ■ ) v " . ft wovor, the spec i f ; o , • ' • 




. -f ■ r ['.il Ni in it ;f ■ r. : tsc' ■CO ^,00 
/'■ it Wait: ! M i, 

!i> ' teach how ho t. t a ns t ■ r.; t co 1. L with DMA winch is not in a 
w ector. One of s hi J 1 o d in the art; do. not. transCo 1 ;:!; ce i. .1 s w.i th 
■ OONA wh..oh re iioo packaged in i ^(^.:t.cr because without; the 
■■ector Mie -xpres:-aon copi e s of the DNA is not sufficient for 
-xpress.:.on of the protein product. Applicants argue that; page 11 
< f the specification teaches the techniques for tran forming or 
trans feet ing host ::ells are quite known in the art; reciting 
Sambrook et al. However, Sambrook et al do not transform or 
trans f eet cells without a vector. 

a. Claims 1-3, c-o:, 15-17, and .00-26 are rejected under 35 
r.S.C. J 13, first paragraph, as containing subject; matter which 
was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that tins 
inventor ( s ) , at the time the application was filed, had 
possession of the claimed invention. This is a written 
description re j ect ion . 

The reasons for the rejection has been set forth in the 
P r e v i o i : s c ■ f f L -a e action. 

Appl.] cants argue that amendment to claim 1 to recite an 
isolated DN/\ encodi ng an isolated human estrogen receptor prote in 
p rovide s ado qua Oe wr 1 1 ton desc r i po ion . However , the c la i ms s t i 1 i 
( a [( ■> ;mpa::»s the I1JA or vectors and ee i ! a c- :rnp r_ \ o i i kj the HMA 
e; ic oi i ng a variant nnO (M n which is natural iy or:i:] r itm bat n>.a 
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cj i ! osod I. ii the spec i \ 



s k i 1 .Lo( 1 in L no a r L . 



•"!.;: re :o bNA oncod i.ng pr^' ei.n oar i ,.:!;(:■: encompass a iarqc genus of 
n ac b - a r receptors wk ich O' 1 c 1 J e 1 es or var i inks whoso l unction 
i i i s vet, to bo i. dent: i f Led from different speeders of animal because 
trie structure of the newly identified naturally occurring 
receptor is not known. University of California v. Eli Lilly and 
Co. (CAFC) 43 USPQCd 1398 held tdiat a generic claim to human or 
mammalian when only the rat protein sequence was disclosed did 
not have written description Ln the spool f i .eat lor- . 

Applicants argue that figure 4 shows the expression in 
tissues from several different species. However, the University 
of California v. Eli Lilly heLd that one skilled in the art 
cannot envision the specific, sequence of the other species 
without a specific disclosure. Thus, any disclosure to a genus 
of homologs is not adequate written description. 

Applicants argue that the skilled person can apply routine 
skill to isolate the corresponding complete ctlCA without undue 
experimentation and with a reasonable expectation of success. 
However, the rejection io a lack of adequate description and not 
enablement. The roasonal.j 1 e expectation o f success is directed to 
33 [JSC 1 ) o reject.! oris and not 35 tJSC 113 written descriptbon 
re"j oct ion . 
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> ; :i a ! a nmbo r : ' ; a / n 2 a , a u L 
/\r L I Jn i. t. : I a 12- 

ab 2 . a . ; 12, f i r. a o paragraph, as :;onta i n i ng sub ; tysi. ifMt.i.r-r which 
WdS not., described 111 the :• po all: s; '.l a in auch a way i a ■ , 
raaisonsibi y ■auivey t.a ome skilled i a the ro lov-int: a r : that the 
i i awn awe (a), at the time the application was filwwl, had 
po>ssess i on o f the c:laimooi i nverot Lo>n . This is anew matter 
re lection. 

The specification does not disclose the DMA with the slaim 
limitation drawn to the function of * DMA binding domain targets 
she receptor protein to a selected hormone responsive element of 
a target gene and said 1 i gancl-binoling domain recognizes and binds 
to an estrogen, thereby modulating expression of said target 
gene." Applicant did not point to the Location in the 
specification which supports the new claim limitation. 

The specification does not disclose the claim 22 limitation 
of *said E'NA binding domain exhibits at least 97 : - homology with 
the amino acid sequence shown in 3EQ II 1 NO: 3." Applicant did not 
point to the location in the specification which supports the new 
claim 1 imi tation . 

Tie : specification does not disclose a generic invention of a 
DMA encodi ng an estrogen ra. -or as r without an N- tormina L domain. 
Applicants state that the term estrogon receptor renders the term 
Li-- * a r :a ; na ] doma i n r eaosal.ua . While apy; ] iconts nppea r t;.o i an i won te 
alait [ he to rm 'as t raujon raoopt'O' encomp.jsso:; an N-t.o rw i na i d< ■nia in, 
fae a i a i aw \ - /> , [•-<-, 1 - 1 7 , and 2<:-so 1 i m i ! a t. ion . is joneiic asl 
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Claim Rejections - 35 USC §102 



s. Claims : - • , e, L ':- I - and 20-26 are r ■ejected under 35 
U.3.C. l(J2(e) as being anticipated by Cabib et al.((C); U.S. 
5, 936, 7 31) . 

The reasons lor the rejectbon has been set forth in the 
previous office action . 

Applicants argue that the term "isolated DNA" has the 
meaning commonly given to it in the molecular biology context 
which that the DNA is removed from its natural state to enable 
its examination en isolation. However, the claims encompass an 
isodated ETIA in addition to other materials and the chromosome is 
removed from its natural state of inside the cell. The 
chromosomal DNA inherently comprises the sequences claimed. 
The claims are not limited to the species of DNA comprising 
specific SEQ I D Hoc but encompasses a genus of DNA encoding a 
domain of the protein with percent identity to a SEQ ID NO: . 
Furthermore, Cabib et al. disclose the isolated human chromosome 



Claim Rejections 



35 USC §103 
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:'• o i o 1. Number r : OS/ • < ■ , ; ^ 
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of" Kausch ot al . ( ' O) ; 1 [ . . M t-4 ) . 

App 1. rcants t i. avc rso I. he reject i o : i be- 'ausc of the arguments 
set forth above directed fc Cabib et al. In the 35 USC 102 
rejection. The answer for the argument has been set forth above 
as well . 

10. C]aim 12 is rejected under 35 U.S.C. 102(b) as being 
anticipated by Evans et al. ((B); U.S. y 233) . 

The reasons for the rejection has been set forth in the 
previous of f i ce action . 

Applicants argue that the DMA binding domain has different 
percent identity between the claimed receptor and the Evan's 
receptor. However, the claims encompass variants because of the 
term "originates" which requires the starting point but not the 
end point. Furthermore, the N-terminal domain can be one amino 
acid . 

11. No claims are allowed. Claims 4-5 are objected to as being 
dependent upon a rejected base claim, but: would be allowable if 
rewritten in independent form including all of the limitations of 
the base claim and any intervening claims. 

12. App L leant ' amendm* ch nocoss 1 ta t ed the :r e/ ground(s) of 
rejection presented in f h.i s Office action. Accordingly, THIS 




Co r i a 1 Number : / n.; 0/ .-nd. 1 ') 

Ar t Un i : I 1 ('■ 

ACTION IS MADE FINAL. See MbKf § '/ 0 1, . 07 ( a ) . Af r : ' ; i7 s 

rem i.ndci: 1 ( ) I" the extension of f i mc- policy as sot for-h in 7/ 
7 77 l.I77a) . 

A shortened o ta t:. uto ry r ^ r i : ; for reply to this final action 
is sot to expire THREE MONTHS from the mailing (late of this 
action. In the event, a first reply is filed within TWO MONTHS of 
the mailing date of this final action and the advisory action is 
not mailed until after the end of the THREE-MONTH shortened 
statutory period, ::hen the shortened statutory period will expire 
on the date t.he advisory action is mailed, and any extension fee 
pursuant to 37 OFF; 1.13o(a) will be calculated from the mailing 
date of the advisory action. In no event will the statutory 
period for reply expire later than SIX MONTHS from the date of 
this final action. 



L3. Any inquiry concerning this communication or earlier communications from 
the examiner shouLd be directed to Michael Pak, whose telephone number is 
(703) 305-70 38. The examiner can normally be reached on Monday through Friday 
from 5:50 AM to 2:20 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Yvonne Eyler, can be reached on (703) 303-6564. 

Official papers filed by fax should be directed to (703) 30S-4242. 
Faxed draft or informal communications with the examiner should be directed to 
(70 3) S03-0294 - 

Any inquiry of a general nature or relating to the status of this 
application or proceeding should be directed to the Group- receptionist whose 
telephone number is (703) 308-0196. 

Michael Par: 

Primary Patent Examiner 
Art Un it 164 6 
21 .July 2001 



